Abstract Mast cells (MCs) are granulocytic immune cells that reside in tissues exposed to the external environment. MCs are best known for their activity in allergic reactions, but they have been involved in different physiological and pathological conditions. In particular, MC infiltration has been shown in several types of human tumors and in animal cancer models. Nevertheless, the role of MCs in the tumor microenvironment is still debated because they have been associated either to good or poor prognosis depending on tumor type and tissue localization. This dichotomous role relies on MC capacity to secrete a broad spectrum of molecules with modulatory functions, which may condition the final tumor outcome also promoting angiogenesis and tissue remodeling. In this review, we analyze the multifaceted role of mast cell in tumor progression and inhibition considering their ability to interact with: i) immune cells, ii) tumor cells and iii) the extracellular matrix. Eventually, the current MC targeting strategies to treat cancer patients are discussed. Deciphering the actual role of MCs in tumor onset and progression is crucial to identify MCtargeted treatments aimed at killing cancer cells or at making the tumor vulnerable to selected anti-cancer drugs.
Introduction
Mast cells (MCs) are versatile, tissue-homing secretory cells, which were first described by Paul Ehrlich in his doctoral thesis as cells reacting metachromatically with basic aniline dyes. He named these aniline-positive cells located in connective tissues "Mastzellen" (from the word 'mast' that means well-fed in German) in the belief that their granules contained large amounts of nutrients. He also reported MC increase in chronic inflamed tissues assuming they were providing nutritional support to damaged cells [1] . Few years later, MCs were shown to be localized at the periphery of tumors [2] and MC accumulation at the tumor edge gained prognostic significance in malignant melanoma, breast cancer and colorectal adenocarcinoma [3] [4] [5] .
The discovery of the major role of histamine, heparin and proteases released from MC granules during allergic responses, indicated MCs as crucial players in anaphylactic reactions. Nevertheless, MCs were found able to release a broad spectrum of molecules involved in cell-cell contact and cell-extracellular matrix adhesion as well as to deliver co-stimulatory signals, opening the field of MC research to a variety of physiological and pathological conditions [6] . MCs are plastic and their capacity to selectively secrete a wide range of biologically active products depends on the type, property, strength and combination of the stimuli they receive. Accordingly, the effect of MC activation may be finely modulated by environmental cues, leading to promotion or suppression of innate and adaptive immune responses [7] . Both positive and negative activities exerted by MCs have been described in pathologic conditions such as bacterial and parasitic infections, autoimmune diseases, allograft rejection and tolerance but also in numerous chronic inflammatory disorders and cancer [8, 9] . To all appearances quantitatively irrelevant, MCs do impinge upon immunity and tolerance through complex interactions with surrounding cells and tissues.
In this review, we discuss the main aspects of MC biology that impact on tumor promotion or inhibition through the interaction with other cells of the immune system or with tumor cells and discuss the current MC targeting approaches as therapeutic opportunity in cancer.
Mast Cell Origin, Distribution and Granule Composition
MCs originate in the bone marrow (BM) from pluripotent hematopoietic stem cells and circulate in the blood as committed precursors. MCs acquire a mature phenotype in their homing tissues under the effect of local cytokines such as stem cell factor (SCF), nerve growth factor (NGF) and interleukins (IL)-3, -4 and -9 [10] . Nevertheless, the crucial factor for MC development, maturation and homeostasis is SCF, the ligand of the receptor tyrosine kinase c-kit, expressed on the surface of stromal cells or released in the microenvironment in its soluble form [11] . Accordingly, MCs express c-kit during all the phases of their differentiation and after complete maturation, when all the other BM-derived cells down regulate c-kit expression. SCF is a chemotactic agent for MCs and it is responsible for their migration or recruitment into tissues in both physiologic and pathologic conditions, such as inflammation and cancer [12] . MC accumulation can be found in SCF-secreting mouse and human tumors. In transformed breast tissue, for example, SCF-recruited MCs establish a complex crosstalk with immune and tumor cells that, altogether, generate an immunosuppressed microenvironment [13, 14] . In both mouse and man prostate cancer, according to SCF availability, MCs progressively accumulate from the early phase of prostate transformation until the appearance of advanced prostatic adenocarcinoma [15] . In the transgenic adenocarcinoma of mouse prostate (TRAMP) model [16] , epithelial but not neuroendocrine (NE) tumors produce SCF, thus being highly infiltrated by MCs. On the other hand, NE foci of TRAMP mice tumors express c-kit, suggesting their possible competition with MCs for the available SCF, an event that may foster the idea of preventing the occurrence of aggressive NE tumors targeting c-kit [17] .
In mice, two major subtypes of MCs have been described so far: mucosal MCs (MMCs) and connective tissue MCs (CTMCs). This classification was done on the basis of MC morphology, localization and content of proteases. Mouse mast cell protease (mMCP)-1 and -2 are found in MMCs granules whereas mMCP-4, -5, -6, and carboxypeptidase A characterize CTMCs [10] . In humans, the functional homologs of mMCP4 and 6, respectively called chymase and tryptase, are the main components of MC granules and the variable expression of these molecules allows the distinction between tryptase-only (MC T ), both tryptase-and chymasepositive (MC TC ) and a third minor population of chymaseonly (MC C ) MCs [18] . Each MC subtype preferentially populate a different area: MC T cells are abundant within the mucosa of the respiratory and gastrointestinal tracts, and increase in case of mucosal inflammation, whereas MC TC cells are located within connective tissues such as the dermis, submucosa of the gastrointestinal tract, heart and perivascular tissues [19] . Nevertheless, MCs are endowed with plastic potential and may shift from one subtype to another under the influence of specific microenvironmental stimuli (pro-or anti-inflammatory responses) in both humans and mice. The heterogeneity and plasticity of MCs undoubtedly contribute to their multifaceted capacity to inhibit or promote malignant diseases [20, 7] .
MC Receptors and Mediators
MC homing tissues are mucosal surfaces located at the interface between external and internal environment. Therefore, MCs are the first immune cells that interact with exogenous antigens and allergens becoming central in the maintenance of immune and tissue homeostasis in the genitourinary system [21] , respiratory tract [22] and gut mucosa [23] .
The best-known mechanism of MC activation is the engagement of the high-affinity receptor for IgE immunoglobulins (FcεRI) that activates anaphylactic reactions [24] . Nevertheless, for sensing the exogenous environment, MCs are also equipped with other membrane bound and intracellular receptors (summarized in Fig. 1 ). The function of these receptors be finely tuned by costimulatory molecules (OX40L, CD40L, CD80, CD86, PD-L1, PD-L2) and by several receptors for cytokines such as IL-9, IL-18, IL-33 [7, 25] . The crosstalk between different receptors on MC surface might result in co-activation (synergism or additive effects) or inhibition of MC responses [26] .
Among the molecules involved in sensing the external environment, the intracellular Aryl hydrocarbon receptor (AhR) has a central role. AhR detects and responds to several compounds derived from food digestion or from heme and tryptophan metabolism as well as to pollution toxins such as dioxin, dioxin-like compounds, and benzopyrene found in cigarette smoke [27] . Furthermore, AhR is involved in lung carcinogenesis in mice [28] and its expression positively correlates with non-small cell lung cancer in humans [29] . The constitutive activation of AhR in mouse models has been also shown to promote carcinogenesis in stomach [30] and in liver, a site where AhR is triggered by 2,3,7,8-tetrachlorodibenzo-p-dioxin (TCDD), one of the most potent hepatotropic carcinogens in mice [31] . Nevertheless, the cancer promoting activity of AhR has been not completely clarified yet, neither in mouse nor in humans. Recently, AhR has been indicated to regulate the outcome of inflammatory bowel disease (IBD); in this setting, AhR activation in the gut leads to a diminished production of pro-inflammatory cytokines by T cells contributing to a better colitis outcome [32, 33] . These observations suggest the possible use of natural or synthetic AhR-ligands to treat IBD. Moreover, BM-derived MCs constitutively express AhR and its triggering by AhR highaffinity ligand 6-formylindolo[3,2-β]carbazole (FICZ) induces MC degranulation [34] . Therefore, AhR ligands and inhibitors might modulate MC activity helping to maintain or restore the homeostasis of tissues in which MCs are located.
After ligand-receptor interaction, MCs may release two main classes of soluble molecules: one is already preformed in granules and released immediately (histamine, serotonin, heparin, tryptase and chymase, TNF-α), the other class requires de novo synthesis and it is released with a certain delay (lipid mediators, prostaglandins and pro-(IL-1, IL-6, IL-17) or anti-(IL-10, TGF-β) inflammatory cytokines). The release of granules-stored molecules usually occurs through degranulation, a process in which the granules fuse with the plasma membrane to release their entire content. In other cases, a more tunable process called 'piecemeal degranulation' is activated to permit the release of specific mediators after vesicular transport towards the plasma membrane. The choice between one and the other mechanism of granule release depends on the integration of different signals coming from molecules such as antigens, cytokines, growth factor and hormones [35] . Also, tumor cells may foster their own growth and neovascularization hijacking this controlled release of mediators. On the contrary, the release of a broad spectrum of cytokines and factors during degranulation is usually detrimental for tumor development [20] .
MC Interaction with Other Tumor-Infiltrating Immune Cells
The Histamine, a biogenic amine classically released by MCs during allergic reactions, may modulate the chronic inflammatory response associated with developing neoplasms. Histamine exerts its biological effects binding four Gprotein-coupled receptors that differ in tissue expression patterns and functions, making complex the study of histamine activity in shaping inflammation of the tumor microenvironment. Furthermore, histamine may directly and indirectly influence T cell function. For instance, histamine released by MCs during inflammation regulates T cell polarization, enhancing T helper 1 (Th1) responses through the histamine receptor type 1 (H1R) while inhibiting both Th1 and Th2 responses through the H2R, as a consequence of the activation of different intracellular signaling pathways [36] . Alternatively, acting on peripheral monocytes through the H2R, histamine induces IL-10 production and reduces IL-12 secretion, polarizing engaged naive CD4 + T cells toward a Th2 phenotype [37] . Thus, excessive secretion of histamine may result in a shift of Th1/Th2 balance toward Th2-dominance that promotes the development of infections and tumors, normally inhibited by Th1-dependent immune mechanisms. It has also been shown that histamine could favor the creation of an immune suppressive microenvironment through the recruitment of Treg cells to the site of inflammation [38] . Moreover, the pleiotropic effects of histamine in immune modulation have made histamine receptor antagonists commonly used drugs not only in allergy but also in gastrointestinal inflammation and other immunerelated diseases such as cancer [39] . For example, H2R antagonists are known to inhibit the proliferation of several human colon carcinoma cell lines and the growth of transplanted colon carcinomas and melanomas [40] .
MCs establish a bidirectional crosstalk with Treg cells through the OX40/OX40ligand (OX40L) axis. Treg cells can engage OX40L on MC surface inhibiting histamine release in anaphylactic reactions [41] ; on the other hand, under local availability of IL-6, MCs can revert Treg cells suppressive activity triggering OX40 on their membrane a setting that promotes Treg cells diversion from immunosuppressive into pro-inflammatory IL-17 producing cells [42] . Increased OX40/OX40L expression levels in the gut have been associated with inflammation that characterize IBD [43] and, accordingly, the interaction between OX40L on MCs and OX40 on Treg cells may play major roles in colitis and cancer. Activation of the OX40/OX40L pathway has been shown to be crucial for the development of T cell-induced colon inflammation because OX40L expression on activated DCs of the mesenteric lymph node (MLN) drives colitis pathogenesis. In this setting, OX40L + DCs drive the uncontrolled Th1 effector cells expansion that in turn increases the level of inflammation and triggers a further recruitment of DCs to the inflamed colon. Importantly, concomitant transfer of Treg cells prevents the expansion of OX40L + DC in the MLN, indicating that inhibition of DC activation is a mechanisms exploited by Treg cells to avoid excessive immune responses [44] . In this scenario, it is possible to speculate that OX40/OX40L axis may become a therapeutic target for pathologies characterized by immune deregulation, such as IBDs.
A critical step in the establishment of an immunosuppressive microenvironment favorable for tumor growth is dependent on the T-Treg cells ratio. MCs, T and Treg cells create a complex network of interactions, controlling each other reciprocally. MCs can enhance T cell migration to the tumor microenvironment by altering vasculature permeability or directly modulating their function, activation and polarization toward a specific phenotype. On the other side, Treg cells inhibit MC differentiation and degranulation in a cell-cell contact manner or through the production of soluble factors [41, 42, 45] .
The importance of MC-Treg cells interaction in the tumor microenvironment has been long debated in colon polyposis and cancer [46, 47] but the contribution of this interaction in the pathogenesis of gastrointestinal diseases has not been clarified yet. Khazaie and colleagues contributed to dissect how MC-Treg cells crosstalk influences colon polyposis and colorectal cancer in mouse and humans. They showed how in premalignant adenomatous lesions of APC Δ468 mice, an autocrine loop due to TNF-α production favors MCs precursor proliferation and the subsequent increase in MC number [48] . In polyps, mastocytosis is accompanied and amplified by the expansion of IL-17-producing Treg cell population that creates a cancer promoting inflammatory response [49] . Recent evidences also suggest that local inflammation occurring in colonic polyposis not only depends on the local T cell phenotype but also on gut microbial communities. In APC Δ468 mice developing spontaneous polyposis, colonic T and Treg cells are the major cellular sources of IL-10, critical cytokine in the control of microbial-induced inflammation that lead polyp growth. Accordingly, selective ablation of IL-10 in T cells but also complete IL-10 deficiency increases polyp frequency and reduces MC numbers [50] . Furthermore, in the APC Δ468 murine model, MCs could support MDSC activity in driving immune escape with a subsequent increase in polyp development [51] . Also, in a mouse model of melanoma, MDSCs were dependent on MCs to exert their suppressive function [52] . In human, the interaction between MCs and CD14 + CD19 + HLA-DR
−/low
MDSCs seem to create an immunosuppressive microenvironment at least in patients affected by colon cancer and melanoma [53] . Indeed, in transformed tissues MCs can respond to local SCF producing CCL-2 that in turn mobilize and recruit MDSCs within the tumor lesion [14] . Additionally, MDSCderived IL-17 has been indicated to recruit Treg cells, which may increase MC survival providing IL-9 [54] . These recent findings describing the interactions between MCs, Treg cells and MDSCs, suggest that a plethora of immune interplays may concur to create an immunosuppressive tumor microenvironment and that the inhibition of such interactions might offer therapeutic opportunities.
MC Influence on Tumor Development, Progression and Outcome
In human cancers, MCs may populate the tumor invasive or infiltrate the stroma. The large variability in type, grade or stage of human tumors, and the poorly characterized distribution of MCs in tumors, do not allow unambiguous classification of MC function as pro-or anti-tumorigenic ( Table 1 ). The study of MCs in hematologic malignances provides an example of this paradigmatic situation. In Hodgkin's lymphoma, MC infiltration has been correlated with a shorter relapsefree survival [55] . In splenic marginal zone lymphoma, a Bcell neoplasm with an indolent clinical course, a sudden and rapid progression may occur in some patients without any possibility of prediction. In the transformed splenic microenvironment, CD40L on MCs interacts with CD40 + mesenchymal cells stimulating the production of trophic factors for malignant B cells. Thus, the dense network of interactions created between stromal, immune and tumor cells impacts on time to progression and may represent a new target for therapy [56] . On the contrary, a high MC count is associated with favorable disease outcome in diffuse large B-cell lymphoma [57] . Even though the pathogenesis driving T cell neoplasms is not completely understood due to their low prevalence, neoplastic clones of angioimmunoblastic T-cell lymphomas Poor Mast cells favors the progression to adenocarcinoma but are absent in neuroendocrine tumor foci [15] Primary cutaneous lymphoma Poor High mast cell number at tumor periphery is associated with progressive disease [59] Diffuse large B-cell lymphoma Good High mast cell count is associated with a favorable disease outcome [57] Hodgkin's lymphoma Poor High number of infiltrating mast cell is associated with worse relapse-free survival The Role of Mast Cells in Molding the Tumor Microenvironment(AITL) can recruit MCs via CXCL-13 enriching the microenvironment in cells producing VEGF and TNF-α to initiate the neoangiogenetic process. Such MC abundance acquires clinical relevance because it occurs in AITL-infiltrated tissues and not in other peripheral T-cell lymphomas [58] . In patients with primary cutaneous lymphoma, a high MC count was correlated with poor prognosis, suggesting the use of MC infiltration as a prognostic marker for this disease [59] . MC infiltration has a clinical significance also in neurofibromatosis type 1, a genetic disorder that causes tumors to form on nerve tissue. MCs sustain neurofibromas initiation, progression and angiogenesis releasing their mediators [60] . MC interaction with nerve cells is mediated by substance P, a neuropeptide known to enhance mucosal MC activity also in chronic inflammation of IBD. This suggests that interaction between neuronal fibers and MCs may lead to amplification and perpetuation of inflammatory damage in IBD [61] .
The link between persistent inflammation and tissue transformation is now solid and best represented by colorectal cancer development in patients affected by IBD [62] . Even though the body of literature is growing exponentially, no conclusive data exist about the actual role of MCs in inflammatory diseases other than allergic reactions. The presence of morphologically activated or degranulated MCs in colon during the florid phase of the inflammatory process suggests their possible role in the transition from inflammation to carcinoma. Nevertheless, MCs have been shown to sustain or resolve colon inflammation with results depending on the mouse model and on the experimental settings under investigation. MC deficiency due to c-kit mutations has been shown to be protective in two studies of chemically induced colorectal cancer and pro-tumorigenic in other works carried out in APC mutated polyp-prone mice [63] .
Heterogeneous MC functions have been also described in other murine models of inflammation-related carcinogenesis. In IBD-susceptible IL-10-deficient (IL-10 −/− ) mice, MCs appear to have a primarily protective role within the colonic mucosa [64] whereas in the piroxicam/IL-10
mouse model of progressive colitis, MCs and tumorassociated macrophages promoted cancer cells invasion. This tumor promoting activity has been explained considering MC ability to attract CD11b + cells, in an ex-vivo migration assay, through the activation of the phosphoinositide 3-kinases (PI3Ks) signaling cascade. Both inflamed human gut and piroxicam/IL-10 −/− mouse colons infiltrated by MCs also show an active PI3K/AKT pathway, assessed by immunostaining of phosphorylated AKT, likely responsible for the further recruitment of inflammatory cells [65] . These findings indicate that colitis and progression to cancer are influenced by the interaction between stromal and immune cells and that the pharmacological inhibition of kinase activity could antagonize such vicious loop.
Also, the direct inhibition of inflammation using anti-TNF-α blocking antibodies can reduce the incidence of cancer by diminishing the recruitment of inflammatory cells within the transformed colonic epithelium. For example, the antitumor activity of infliximab, a monoclonal antibody against TNF-α, is due to the inactivation of mucosal MCs in animal models of inflammation-induced colorectal cancer [66] .
Accordingly, MC localization at the edge of human colorectal tumors is associated with bad prognosis likely for their ability to promote neoangiogenesis and invasion [67, 68] . MCs have been also shown to accumulate [69] and release their granule content [23] in course of human IBD, but no conclusive data exist about their precise role in the carcinogenesis process.
MC and Extracellular Matrix During Tumor Development
The extracellular matrix (ECM) is an organized network of molecules in which both normal and tumor cells reside. ECM may regulate migration, adhesion and function of both normal and tumor cells under the pressure of microenvironmental signals [70] . Cancer cells, but also endothelial cells, fibroblasts, inflammatory cells and pericytes recruited to the tumor, are able to secrete ECM proteins. In physiological conditions the stroma contributes to the maintenance of ECM structural integrity whereas, during transformation toward cancer, stromal cells can modify their function, thus the composition of ECM, influencing tumor clinical outcome [71] .
MCs participate in physiological and pathological ECM modifications. During mammary gland development, MCs sustain normal proliferation of cells in ducts helping tissue remodeling and angiogenesis through their proteases [72] . Not surprisingly, MCs have also a role in tumor tissue rearrangement that favors invasion and metastatization. In human colon adenocarcinomas, tryptase-positive MCs colonize the invasive front of tumor and tryptase seems to help tumor cell motility and metastasis dissemination via the proteaseactivated receptor-2 (PAR-2) [68] . Tryptase-activated PAR-2 in human colon carcinoma cell lines induces cell proliferation through the production of PGE 2 [73] . Interestingly, PGE 2 has also been found to induce the production of vascular endothelial growth factor in human MCs [74] , suggesting the creation of a loop that promotes tumorigenesis.
The early phases of cutaneous squamous carcinoma onset require inflammatory MCs to reorganize stromal architecture of hyperplastic tissues and promote angiogenesis at the invasive tumor front through matrix metalloproteinase (MMP)-9. This process lasts until cancer cells become capable to autonomously produce pro-angiogenetic factors [75] . The link between MCs and MMP-9 in cancer promotion is also well exemplified in mouse and human prostate cancer. MCs are able to favor the initial stage of adenocarcinoma development providing MMP-9 that supports ECM remodeling, angiogenesis and invasion while tumor cells are incapable to produce it. At later stages of tumor progression and following epithelialmesenchymal transition, MCs become dispensable because poor differentiated tumor cells start to produce MMP-9 by themselves. Accordingly, advanced tumors are almost devoid of infiltrating MCs both in mouse and in humans [15, 17] .
MCs as Therapeutic Targets
MC inhibition with a therapeutic purpose has been widely exploited using histamine antagonists against allergic reactions. However, in the last decades, novel targets on MCs have been identified, offering new therapeutic opportunities for numerous inflammatory diseases and perhaps for cancer. Such new targets can be soluble mediators, membrane molecules and intracellular pathways (reviewed in [76] ).
Tryptase, the major component of MC granules, may intervene in MC-mediated tissue regulation in several ways. The use of tryptase inhibitors is essentially related to allergic responses even though the discovery of their efficacy in inflammation and host defense suggested a possible use in the treatment of other pathologies, such as cancer [77] . Nevertheless, tryptase inhibitors have not entered the clinical practice yet, likely because of their low efficacy. MCs can also release different MMPs, molecules that have been strongly implicated in tumor progression. MMPs inhibitors have been tested in the clinic with unsatisfactory results in cancer due to adverse effects and low specificity [78, 79] .
Another widely used approach in allergy is MC blocking through sodium cromoglycate (cromolyn), a drug that prevents the release of MC mediators during degranulation with a not completely understood mechanism. Even if a recent study has strongly questioned cromolyn activity in both in vitro and in vivo settings [80] , this drug was effective in some experimental studies. In mouse models of mammary adenocarcinoma and pancreatic cancer, cromolyn treatment induced apoptosis of tumor cells due to clotting in blood vessels and hypoxia [81] . In prostate tumors of TRAMP mice, cromolyn chronic treatment inhibited the development of adenocarcinomas that rely on MC for MMP-9 provision [15] . Despite that, cromolyn is not commonly used in the clinical practice because it is a rather weak inhibitor of human MC degranulation.
These pieces of information suggest to look for other targets and the receptor tyrosine kinase c-kit emerged as the one to aim at because MCs rely on its activation for development, survival, migration and activation. The first tyrosine kinase receptor inhibitors (TKIs) approved for clinical use, imatinib mesylate (Gleveec, Novartis, Basel, Switzerland), is currently used in the treatment of gastrointestinal stromal tumors and chronic myelocytic leukemia; unfortunately, it was not beneficial in breast carcinomas, ovarian and some endocrine tumors [82, 83] . Also, imatinib has a clinical benefit in tumors such as neurofibromas and mastocytosis, which highly depend on MCs and on aberrant tyrosine kinase receptors activity for their growth. Nevertheless, some c-kit mutations that drives MC uncontrolled proliferation in mastocytosis are imatinib resistant [84] . Therefore, an alternative way to inhibit MCs could be the use of TKIs acting on other receptors such as spleen tyrosine kinase (SYK), PI3Ks, Src homology 2 domain-containing inositol 5′ phosphatase 1 (SHIP-1) [76] . Nevertheless, to obtain a specific inhibition of MC activity, drugs acting on these molecules exclusively in MCs should be found.
In conclusion, although MC targeting is a real need in certain types of neoplasia, no suitable molecules are available yet suggesting that pointing at MC immunoregulatory function is a possible way to temper their pro-tumoral activities.
Conclusion
Overall, MCs seem mostly active at the site of tumor-host interaction where they mold the microenvironment to accommodate initial malignant transformation and to favor invasion of nearby normal tissues. MC activation occurs in response to signals received through a large array of receptors and culminates in the release of soluble molecules able to influence neighboring stromal, immune and tumor cells. MC immunological activities depend on the crosstalk with other immune cells whose modulation may contribute to either local immunosuppression or inflammation. However, MCs can directly modulate tumor cell activity and mold the tumor microenvironment modifying the extracellular matrix. The elucidation of the actual role of MCs in tumor development and progression, will give the opportunity to develop new MC-targeted therapies as part of combinatory treatments for cancer patients.
